In normal man, the renal clearance of urate is only a small fraction, some 5 to 10 per cent, of the inulin clearance. The prevailing interpretation of this low urate/inulin clearance ratio assumes complete filtrability of the plasma urate at the glomerulus, an assumption supported by several lines of evidence (1-7); reabsorption of 90 to 95 per cent of the filtered urate; and excretion of that 5 to 10 per cent which has escaped reabsorption. The renal regulation of urate excretion in man is thus considered to be limited to the processes of glomerular filtration and tubular reabsorption.
In normal man, the renal clearance of urate is only a small fraction, some 5 to 10 per cent, of the inulin clearance. The prevailing interpretation of this low urate/inulin clearance ratio assumes complete filtrability of the plasma urate at the glomerulus, an assumption supported by several lines of evidence (1-7); reabsorption of 90 to 95 per cent of the filtered urate; and excretion of that 5 to 10 per cent which has escaped reabsorption. The renal regulation of urate excretion in man is thus considered to be limited to the processes of glomerular filtration and tubular reabsorption.
There are some difficulties with this concept. Berliner, Hilton, Yu and Kennedy (2) , in demonstrating a Tm urate for normal man of the order of 15 mg. per minute, pointed out that this reabsorptive rapacity is far greater than any filtered urate load normally imposed upon it. Consequently, the Tm for urate cannot be considered directly to determine the quantity of urate excreted, which is regulated by a proximate mechanism as yet undefined. Not easily reconciled with the current concept is the striking dissociation between filtered urate loads and excreted urate noted over a wide range of glomerular filtration rate in clearance studies of 150 gouty subjects (8) . Further, the marked suppression of renal excretion of urate in man after administration of pyrazinamide (9) or lactate (10) would, in the conventional view, require the rather awkward assumption that tubular reabsorption of urate is stimulated by these compounds. Finally, the paradoxical effect of salicylate and other drugs on urate excretion in man (11) (12) .
The present study is concerned with an alternative interpretation of the overall urate clearance data in man which would seem largely to resolve these difficulties, namely that the plasma urate is virtually wholly filtrable at the glomerulus; the filtered urate is then practically completely reabsorbed by the tubules; and tubular secretion of urate constitutes the proximate mechanism largely responsible, under ordinary circumstances, for the excretion of urate in the urine (11, 13) . Support for these assumptions is provided by the clearance data to be presented which indicate that, under appropriate experimental conditions, the quantity of uric acid excreted in the urine of man can be demonstrated to exceed the quantity calculated to be filtered at the glomerulus.
METHODS
The subjects studied, seven with intercritical gout and five nongouty, none with overt cardiovascular disease, were given 400 to 600 mg. per day of a potent uricosuric agent, G-28315 (sulfinpyrazone) (14) for a day or two. The clearance studies were then begun, with the patients in the postabsorptive state, by infusing 1 per cent inulin in saline solution and, simultaneously, 0.2 per cent uric acid in 15 per cent mannitol at a rate of 9 ml.
per minute (later increased to 17 ml. per minute).
Shortly after the infusions were started the first of four doses (each 375 mg.) of the sodium salt of sulfinpyrazone was inj ected intravenously; this was repeated at intervals of 40 to 60 minutes for a total of 1.5 Gm. to ensure the greatest obtainable suppression of tubular reabsorption of urate throughout the experiment. After allowing for equilibration, urine samples were collected at 15 to 20 minute periods by indwelling catheter, with bladder air wash at the end of each collection period. Venous blood samples were procured at the midpoint of each period, using heparin as anticoagulant.
The uric acid-mannitol infusate was prepared by dissolving 5.0 Gm. uric acid in 1 L. of hot 0. 15 (15) . No untoward reactions were noted except for transient water emesis in three patients shortly after termination of the experiment. Neither gouty nor nongouty subj ects developed any acute arthritis in association with the uric acid infusion.
Inulin was determined in plasma and urine, immediately upon procurement of the specimens, by the resorcinol method of Schreiner (16) . Uric acid in plasma and urine was determined by a modification (17) of the colorimetric method of Buchanan, Block and Christman (18) incorporating the use of crude uricase, urea cyanide carbonate, and arsenophosphotungstic acid. As indicated elsewhere (17) the results obtained by this method are in satisfactory agreement with spectrophotometric analysis, which was employed for spot checks.
In making the calculations, the plasma urate was assumed to be completely diffusible in both gouty and nongouty subjects (4) . Corrections for plasma protein content or Donnan effect were not made; such corrections, it is estimated, would increase the figures for filtered urate something less than 10 per cent. 
RESULTS

